The Crisis in Research and Development 


drugs for neglected diseases 
working group 


CAMPAIGR FOR 


ACCES 


ESSENTIAL 
MEDICINES 


About this publication 
Editorial Advisory Group: Bernard Pécoul, ee 
' James Orbinski, Els Torreele ; of is anes 


Editors: Daniel Berman, Suerie Moon 


Managing Editor: Anastasia Warpinski 


i 3 pee me Writing and Research: Diana Smith and Laurende 
Laure Bonnevie, Laura Hakokongas, Jennifer Mgyp 


Special Thanks: Rachel Cohen, Phil Clarke, Yves Che 
_ Tido von Schoen-Angerer, Ellen ‘t Hoen, Kris Torgesd 


Design: uropean Service Network, 


Brussels, Belgiu 


Community Health Cell 


Library and Information Centre 
# 367, “Srinivasa Nilaya” 
Jakkasandra 1st Main, 


1st Block, Koramangala, 
BANGALORE - 560 034. 


Phone : 553 15 18/559 53 72 
e-mail : che @sochara.org 


__. Fatal Imbalance 
The Crisis in Research and Development 
tor Drugs for Neglected Diseases 


COMMUNITY HEALTH CELL 
Library and Information Centre 
No. 367, Srinivasa Nilaya, Jakkasandra, 
I Main, I Block, Koramangala, Bangalore - 560 034. 


THIS BOOK MUST BE RETURNED BY 
THE DATE LAST STAMPED 


wore? LOA) 


www.accessmed-msf.org OR www.msf.org 


7 
Published by Méde 


cins Sans Frontiéres Access to Essential Medicines Campaign and the Drugs for Neglected Diseases Working Group | September 2001 
- 3 ‘ 


MEDECINS SANS FRONTIERES 


About the authors 


Médecins Sans Frontieres 
Access to Essential 
Medicines Campaign 


Médecins Sans Frontiéres (MSF) is an independent medical 
humanitarian organization committed to providing medical 
assistance to people in need regardless of race, religion, poli- 
tics or gender, and to raising awareness of the plight of the 
people it helps. Too often, MSF volunteers, who work in over 
80 countries worldwide, are left without adequate treatment 
options when the only available drugs are archaic, ineffective 
or toxic. To address this chronic emergency, MSF launched 
the Access to Essential Medicines:Campaign in 1999. 


Successes of the Campaign include raising awareness inter- 
nationally of the access crisis, contributing to the dramatic 
fall in prices of antiretroviral drugs for the treatment of 
HIV/AIDS, securing a supply of discounted second-line 
drugs for multi-drug resistant tuberculosis, and ensuring the 
long-term production of four drugs for sleeping sickness. 
The Campaign has also helped put the problem of access to 
essential medicines on the international agenda. 


The Drugs for Neglected 
Diseases Working Group 


In October 1999, a group of concerned scientists, health 
professionals, and representatives from non-governmental 
organizations, the pharmaceutical industry, developing 
country governments and international organizations met in 
Paris to discuss stimulating the development and securing the 
availability of drugs for neglected diseases. Médecins Sans 
Frontiéres, the World Health Organization and the 
Rockefeller Foundation convened the meeting. 


Following the meeting, the Drugs for Neglected Disease: 
(DND) Working Group was formed to continue the worl 
begun at the conference by developing new ideas to restar 
research and development (R&D) of drugs for neglected dis 
eases. The DND Working Group is a multi-disciplinary anc 
independent group that includes researchers, drug develop 
ment experts, and regulatory affairs professionals from the 
public and private sectors of developed and developing countries 


According to the DND Working Group mission statement 
“it is the responsibility of society to address this public healt! 
failure, and seek new and creative strategies to solve thi 
problem.... Solutions and recommendations need to be sus 
tainable, affordable, need-driven and involve input and activ 
engagement of developing countries.” 1 


The DND Working Group has studied the causes and pre 
posed solutions for the R&D crisis. The group has also advc 
cated for the active engagement and financial support of go\ 
ernments, private enterprises, foundations and internation< 
organizations to compensate for the failure of the market t 
provide drugs for neglected diseases. The work of the grou 
focuses on the most neglected diseases, such as sleepin 
sickness and leishmaniasis, in addition to neglected diseas« 
that are already receiving some renewed attention, such < 
tuberculosis and malaria. Close links have been establishe 
with other institutions such as the Special Programme fi 
Research and Training in Tropical Diseases (TDR), which 
based at the World Health Organization, and the Glob 
Alliance for Tuberculosis Drug Development. 


Part of the DND Working Group strategy is to fund and ma 
age pilot drug development projects. The DND and TDR a 
working together to undertake several drug developme 
projects that have not been completed due to lack of fun 
and human resources. Funding for these pilot projects 


being provided partially by MSF and will be managed by dr 
development experts. 


© Alexandr Glyadyelov 
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An MSF. volunteer visits 
a young boy with Chagas 
disease near the town of Yoro, 
in central Honduras. Only 
children are treated for the 
disease, because no drugs exist 


that are effective for adults. 
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executive sumMmMarly 


| The health revolution of the last 30 years, which has pro- 
duced substantial gains in life expectancy and unparalleled 
medical advances, has left most of the world’s population 
behind in important ways. 

| People in developing countries, who make up about 80% 
of the population, only represent about 20% of worldwide 
medicine sales. For these people, the imbalance between 
their needs and the availability of medicines is fatal. This 
report seeks to explore one element of this stark reality: the 
lack of research and development (R&D) into drugs to treat 
the diseases of the poor. 

| In 30 years of work, MSF has witnessed first-hand the 
human impact of the lack of drugs for infectious diseases. 
Until very recently, patients suffering from sleeping sickness 
had to undergo painful treatment with an arsenic-based medicine 
because more effective treatment was unavailable. 
Yet the disease afflicts up to 500,000 people and threatens 
another 60 million in Africa. For Chagas disease, which 
threatens a quarter of the population of Latin America, only 
children can be treated because no effective drugs exist for 
adults. The human suffering caused by infectious diseases 


- could be reduced: with billions of dollars dedicated to health 


R&D it should be possible to develop effective treatments for 
these diseases. However, the lack of R&D for diseases com- 
mon in developing countries means that very few new drugs 
have been brought to market for them. 

| In 1999, MSF convened an international body of health 
experts to study the current state of drug R&D for diseases 
that affect people in the developing world. This independant 
body, the Drugs for Neglected Diseases (DND) Working 
Group, has since undertaken an analysis and proposed some 
recommendations for moving forward. 

| When treatment options don't exist or are inadequate, a dis- 
ease can be considered “neglected,” or even “most neglected” 
in some cases. The neglect is a result of market failure and 
public policy failure. Strategies must be developed to 
address neglected and most neglected diseases specifically. 


| In spring 2001, the 20 top-grossing pharmaceutical compa 
nies in the world were surveyed about recent drug develop 
ment activity. While the survey demonstrated some activity i 
neglected diseases, it indicated that private sector investmen 
in this field was minimal. None of the responding companie 
has brought a drug to market in the last five years for any © 
the most neglected diseases included in the survey. 

| The DND Working Group has also explored the failur 
of the public sector to take a needs-based approach t 
managing drug development. Basic research leading t 
discovery of compounds — and thus potential drugs — ha 
almost always been publicly funded. However, becaus 
politicians naturally respond to the needs of their cor 


stituencies, and because wealth is concentrated in indus 
trialized countries, research money goes to the disease 
primarily affecting these wealthier constituencies. Whi 
some government money has been devoted to diseasé 
affecting developing countries, it is a pittance compare 
with overall spending on drug development. Private ph 
lanthropy has in recent years sought to fill in a bit of th 
gap, but it is not sufficient and cannot and should n 
take the place of public support. 

| Recent initiatives and policies seeking to redress tl 
R&D imbalance are also outlined here. Public-priva 
partnerships have been successful in mobilizing publ 
and private sector expertise around certain diseases. Y 
to date, none of these provides an adequate strategy f 
developing drugs for the most neglected diseases. 

| Finally, recommendations for moving forward are pi 
sented, among them: that a well-defined and needs-driv 
research agenda be established at a global level; that g« 
ernments fulfill their responsibility to become directly a 
proactively involved in searching for solutions; that fur 
ing be increased for research into neglected and most n 
lected diseases; and that a new not-for-profit initiative 
explored as one way to address the shortage of R&D 
the most neglected diseases. 


Torn Stoddart / IPG 


A young patient receive 
treatment at an MSF sleeping 
sickness clinic In Omugo 
Uganda This painful d 
to 500,000 people 
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infects up 
and threatens 60 million more 
predominantly in. sub-Saharan 
Africa. The drugs available t 
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archaic, toxic OF difficult to 
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| The past 30 years have witnessed unprecedented transfor- 
mations i al he vi life expectanc 
mations in global health, with, for example, Pp y 


around the world rising by an average of four months every 


year.' However, such impressive statistics should not obscure . 


the fact that the benefits of the “global health revolution” have 
not been distributed evenly. Millions continue to die each year 
of preventable and treatable diseases. Communicable diseases 
killed 14 million people worldwide in 1999, mostly in devel- 
oping countries.” One cause of 
this is the vacuum in research 
and development (R&D) for 
medicines to treat the diseases 
of the poor. 

| There is a strong link between 
poverty and health. People 
from low- and middle-income 
countries carry a disproportion- 
ate burden of disease, particu- 
larly with regard to communi- 
cable diseases. Those living in 
absolute poverty (on less than 
one dollar per day) are five on 
times more likely to die before reaching the age of five, and 
two and a half times more likely to die between the ages of 15 
and 59.° Infectious and parasitic diseases account for 25% of 
the disease burden in low- and middle-income countries, 
compared to only 3% in high-income countries.’ According to 
the World Bank, eliminating communicable diseases would 
almost completely level the mortality gap between the richest 
20% of the world population and the poorest 20%.” 


The vacuum in drug R&D 
for the diseases of the poor 


| Eliminating the mortality gap will likely remain an elusive 
goal, because R&D efforts are not addressing many of the 


1) World Health Organization, Health: A precious asset, Accelerating follow-up 
WHO/HSD/HID/00.1 (Geneva: World Health Organization, May 2000). 

2) World Health Organization, The World Health Report 2000, estimates for 1 

3) World Health Organization, Health: A precious asset, Accelerating follow- 

4) World Health Organization, The World Health Report 1999, estimates for 1 


5) Davidson R. Gwatkin and Michel Guillot, 
D.C.: World Bank, 2000). 
6) Patrice Trouiller et al., 


tions of already existing drugs came onto the market: 


for tuberculosis are pyrazinamide and rifapentine. 
7) Global Forum for Health Rese 


P There is a vast difference between the number of new 
drugs developed between 1975 and 1999 for tropical 
diseases and tuberculosis, and those developed for 
cardiovascular disease, despite the fact that the 
disease burden for the two groups is nearly the same. 


“The Burden of Disease among the Global Poor: Current Situation, Future Trends and Implications for Strategy” 


ose health revolution? 


communicable diseases that plague developing countries 
An analysis of drug development outcomes over the pas 
25 years shows that only 15 new drugs were indicated fo 
tropical diseases (11+2) and tuberculosis (2).° These dis 
eases primarily affect poor populations and account for 129 
of the global disease burden. In comparison, 179 new drug 
were developed for cardiovascular diseases, which represen 
11% of the global disease burden (Figure 1A). 
| Too little money is goin 
into health research tha 
addresses the needs of th 
world’s poorest people. Whil 
it might be expected tha 
health research would cor 
centrate on the areas wher 
the needs are greatest, th 
reality is quite differen 
Only 10% of global healt 
research is devoted to cond 
asia tions that account for 90% ¢ 
the global disease burden 
an imbalance that has bee 
referred to as the 10/90 disequilibrium.’ 
| Heavy reliance on an increasingly consolidated and high 
competitive multinational drug industry to generate ne 
medicines has left the development of lifesaving dru 


subject to the forces of a market economy. Currently, it 
largely purchasing power that is defining research agend 
and priorities, which means that poor people’s health nee 
are not being met. 

| This failure does not rest exclusively on the should 
of the private sector. Governments hold the ultim 
responsibility for ensuring that peoples’ basic health nee 
are met. They have the responsibility to take appropri 
action when market forces fail to address these nee 
In the past few decades, despite clear evidence of wani 


to the World Summit for Social Development, proposal by the World Health Organization, 


999, Mortality by sex, cause and WHO Regions. (Geneva: World Health Organization, 2000). 
up to the World Summit for Social Development. 


Org 998, Burden of disease by cause, sex and mortali stratum in W 
Health Organization, 2000). Disease burdens are expressed in DALYs, or Disability-Adjusted Life Years. ¥ : 


(Washington, 


forthcoming publication, 2001. Note: Disease burd 
, African trypanosomiasis, Chagas disease, schistosomiasis, leish 
, leprosy and trachoma. For these diseases, the following 11 ne 
ia); benznidazole, nifurtimox (Chagas disease); a/b 

praziquantel (schistosomiasis). In addition, two reform 
somal amphotericin B (leishmaniasis). The two new dr 


arch, The 10/90 Report on Health Research, [Online]. (2000). Available: http://www.globalforumhealth org 


Be The world pharmaceutical market : Figure 1B 


private sector interest in the diseases of the poor, govern- 
ment action has been inadequate. 

| While it is urgent for decision-makers to address this issue, 
efforts are hampered by a lack of comprehensive information 
and understanding on the dynamics of R&D into diseases 
that primarily affect poor people. This lack of information 
makes it more difficult for policymakers to understand the 
extent of the problem and make informed decisions to 
address the crisis. 


What are neglected diseases? 


| A seriously disabling or life-threatening disease can be 
considered neglected when treatment options are inad- 
equate or don’t exist, and when their drug-market potential 
is insufficient to readily attract a private sector response. 
Government response is also inadequate. In short, for 
neglected diseases, there has been a failure of the market 
and a failure of public policy. Neglected diseases mainly 
affect people in developing countries. Public research 
institutes in the industrialized world do not view these dis- 
eases as either a priority or a major threat to their popula- 
tions, and research-based drug companies do not pursue 
promising compounds for drugs to treat these illnesses 
because of an inadequate return on investment. 

| A look at the dynamics of this market failure shows that a 
distinction between “neglected” and “most neglected” dis- 
eases can also be made. For the “most neglected” diseases, 
patients are so poor that they have virtually no purchasing 
power, and no amount of tinkering with market forces is likely 


to stimulate interest among drug companies. If the market is 


“Neglected diseases and pharmaceuticals: be 


ice Trouiller et al., ; 
thins Drugs for Neglected Diseases Working Group, 


9) Dyann F. Wirth, survey for the 
Andra Brichacek, Top 50 Phamaceu 
Available: http://www.pharmaportal.com 


10) Six respondents were among the top ten companies world 


What kinds of needs does 
the pharmaceutical market cover? 


A represents Global Disease 

such as cancer, cardiovascular diseases, mental illness and neurological disorders 
which constitute the major focus of the R&D-based pharmaceutical industry. 
Although affecting developed and developing countries, most people in developing 
countries who have needs for drugs to treat these diseases cannot afford them 
and are thus not covered by the pharmaceutical market. 


B represents Neglected Diseases, 
such as malaria and tuberculosis (TB), for which the R&D-based pharmaceutical industry has 


_ only marginal interest. Although also affecting people in wealthy countries, for example TB 


patients ’or people who get malaria while travelling, these illnesses primarily affect people in 
developing countries. 


C represents the Most Neglected Diseases, 

such as sleeping sickness, Chagas disease and leishmaniasis, which exclusively affect people 
in developing countries. Because most of these patients are too poor to pay for any kind of 
treatment, they represent virtually no market and for the most part fall outside the scope of 
the drug industry's R&D efforts, and thus outside the pharmaceutical market. 


Z represents the part of the pharmaceutical market for products addressing conditions other 
than those which are purely medical (such as cellulite, baldness, wrinkles, dieting, stress and 


jet-lag), which nonetheless represent a highly profitable market segment in wealthy countries. 


failing poor people suffering from neglected diseases, it has 
failed people suffering from the most neglected diseases even 
more (Figure 1B). Some examples of neglected diseases are 
malaria, tuberculosis, human African trypanosomiasis (sleep- 
ing sickness), South American trypanosomiasis (Chagas dis- 
ease), Buruli ulcer, dengue fever, leishmaniasis, leprosy, lym- 
phatic filariasis and schistosomiasis. All but the first two can 
be considered most neglected diseases. 

| Tropical diseases are good examples of neglected diseases. 
Of the 1,393 total new drugs approved between 1975 and 
1999, only 1% (13 drugs) were specifically indicated for a 


tropical disease.” 


An empty pipeline 

| An examination of current research efforts in the pharma- 
ceutical industry reveals that the pipeline of drugs for neg- 
lected diseases is virtually empty (see Figure 1C). In spring 
2001, the DND Working Group and the Harvard School of 
Public Health sent written questionnaires to the world’s top 
20 pharmaceutical companies to assess the level of R&D 
activity in several neglected diseases (sleeping sickness, leish- 
maniasis, Chagas disease, malaria and tuberculosis). 
Thirteen companies responded, eleven of which completed 
the questionnaire. Of the two others, one indicated no 
reportable research activities in infectious disease and the 
other said time constraints prevented completion of the sur- 
vey. The eleven companies who responded fully include at 
least six of the top ten. Together the respondents represent 
nearly US$117 billion of the global pharmaceutical market, 
which is estimated at $406 billion for 2002."" 


tween deficient market and public health failure,” forthcoming publication, 2001. 
Switzerland, May 2001. [Online]. Original survey and letter available: www.accessmed-msf.org. 


tical Companies of 2000, Pharmaceutical Executive, April 2001. 


Jarticles/pe/pe0401_062-82.pdf (2001, August 6]. 
wide, by sales; two other respondents chose to remain anonymous. 
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i dents) 
ber of companies (out of 11 respond 
ee: research and development activities 
targeting drugs for neglected diseases 


Disease R&D Screening 
Spending 


sleeping 
sickness 


Chagas disease} 
leishmaniasis 
malaria 
tuberculosis 
Other infections 
diseases 
(includes viral, 


bacterial and 
fungal diseases) 


Pre-clinical or 
Clinical market in last 


Development 


Product to 


five years 


Figure 1C 


Methodology: The survey was sent to the CEOs and/or Directors of Research of 20 pharmaceutical 
companies in Europe, Japan, and the US. The questionnaire inquired about overall resources devoted 
to infectious diseases, and specific resources devoted to particular neglected diseases. The survey 
stated that individual company names would not be disclosed when reporting the results. Results 
relied on self-reporting and reports were not independently validated. 


| Overall R&D budgets for the responding companies ranged 
from $500 million to greater than $1 billion per year. Of these 
amounts, 25% or less was devoted to R&D for infectious 
diseases. Eight out of the eleven companies spent nothing at 
all over the last fiscal year on R&D for the most neglected 
diseases included in the survey (sleeping sickness, leishma- 
niaisis and Chagas disease); one company did not answer this 
question. Only two companies reported spending on malaria. 
Five companies reported spending on tuberculosis, one of 
which devoted over 15% of its infectious disease R&D budg- 
et to tuberculosis and malaria. However, seven companies 
reported spending less than 1% on any of the five diseases 
included in the survey or failed to respond 
to that question. All other infectious disease spending fell 
under the category “other,” which includes viral, bacterial and 
fungal diseases. . 

| Company involvement in various stages of the R&D 
process was also very limited (see Figure 1C). None of the 
companies screened chemical compounds for usefulness 
against sleeping sickness, Chagas disease or leishmaniasis, 
one screened for malaria, and four screened for tuberculo- 
sis. Similarly, no company had any compounds in clinical 
development for sleeping sickness, while one company 
reported having at least one compound in pre-clinical or 


clinical development for Chagas disease and one company 


11) Pharmaceutical Research and Manufacturers of America. New Medicines in Di 
Available: http://www.phrma.org/searchcures/newmeds {2001, August 22]. 


reported the same for leishmaniasis. There seemed to | 
slightly more activity for malaria and tuberculosis: a few con 
panies have products in pre-clinical or clinical developme: 
or have brought a product to market within the last five yeat 
| Yet, despite low in-house investment into neglected di 
eases, participation in public-private partnerships was co 
siderable. Six of the eleven companies reported particip 
tion in these kinds of partnerships, with individual finance’ 
commitments ranging from $500,000 to $4 million. 

| While the survey demonstrated some activity in neglect 
diseases — above all in tuberculosis — by and large, 

indicated-that private sector investment into this fie 
was minimal. 

| An equally bleak picture emerges from recent surveys 

new medicines in development conducted by the US dr 
industry lobby group, the Pharmaceutical Research a 
Manufacturers of America (PhRMA).'' Of the 137 me 
cines for infectious diseases in the pipeline during 20( 
only one mentioned sleeping sickness as an indication, a 
only one mentioned malaria. There were no new medicit 
in the pipeline for tuberculosis or leishmaniasis. PhRM 
current “New Medicines in Development” list shows ei 
drugs in development for impotence and erectile dysfu 
tion, seven for obesity, and four for sleep disorders. !? 


evelopment for Infectious Diseases: A 2000 Survey. [Online]. 


12) P j i 
2) Pharmaceutical Research and Manufacturers of America. New Medicines in Development. [Online]: Available: http://www.phrma.org (2001, August 22] 
: : hl ; 3 us ‘ 


Teno 


Teno Worku is in Kahsay Abera hospital in Humera, Ethiopia. He doesn’t 

get any visitors. His only family, his mother, lives 300 km further south in 
Gondar. “I’m a commercial traveller and I pass through this region a lot. 

Five months ago I took ill. I had a headache and a fever, so I went back to 
Gondar to see a doctor. He treated me for malaria. But a month later I still 
hadn’t recovered.” Frail and emaciated, the 28-year-old looks at least ten years 
older than his age. 


Eventually, Teno went to the Ethiopian capital of Addis Ababa for tests. 
Four months later, not a single doctor had been able to explain his 
symptoms. Bitterly disappointed and by now critically ill, he returned 
to his mother in Gondar, where, at long last, a doctor in a private clinic 
suspected kala azar and advised him to go to Humera. 


“The doctor said that this hospital is specialized in kala azar. 

Tests showed that I did have the disease, and the injections were begun 
right away. I was very late starting the treatment but I’m getting a bit 
better every day,” he says, sounding as if he is trying to convince himself 
more than anyone else. 


Teno is about to receive his twentieth injection. He grits his teeth and 
braces himself for a painful experience. The needle has to penetrate deep 
into the upper buttock in order to inject the fluid into the muscle tissue. 
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Bianga 


Bianga had been ill for ten months. She had become too weak to work in 
the fields near her home in Omugo, Uganda, fetch water, or care for her 
six-year-old son, Lino. 


At first, Bianga found herself sleeping all day long but lying wide awake at 
night. Her behavior changed: she would run out into the street, shouting loudly 
at the sky. At this point, her husband left her. Bianga and her son went to live 
with Bianga’s elderly mother in her small hut. With no one in the family 
earning money and unable to produce their own food, they were penniless. 
Lino became malnourished. 


Finally, in despair, Bianga’s mother took her to the hospital to see if something 
could be done. The doctor discovered that she was suffering from sleeping sickness 
and had already reached the stage at which the parasite invades the brain. 

She was admitted directly to the treatment center where she was given a course 
of melarsoprol. Although the treatment was painful, she began to feel better. 
After the 20-day course, she was able to return home and pick up her life again. 


After a month, Bianga began behaving strangely again, and Lino brought her to 


_ the hospital. It was discovered that she had gone into relapse. Her ankle had to 


be tied to the bed to prevent her from running away and getting lost. Bianga 
received another course of melarsoprol, but this time her condition did not show 
much improvement. With no other treatment available and little hope for 
recovery, she was sent home. For Bianga, some of the treatments that are only 
now becoming available arrived too late. 


© Sven Torvin 


A patient suffering from visceral 
leishmaniasis, -also called kala 
azar, is checked by his doctor 
at a hospital in Humera, 
Ethiopia. Leishmaniasis threatens 
350 million people worldwide, 
mostly in developing countries 
The disease is still treated as It 
was in the 1940s 
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ropped from the private 
research agenda 


| Over the last few decades, major progress in molecular as heart disease and cancer, and has helped the pharmaceutica 


biology and biotechnology has enabled the development of industry to prosper, with COmpAMiEs often having sales of 
increasingly sophisticated medicines to cure a wide variety of dreds of millions or even billions of dollars “ ee on a singh 
diseases. Moreover, global expenditure on health R&D has drug. This profit-driven system has also mobilized R&D fund 
increased dramatically and is still on the rise. For 2001, an for “lifestyle” conditions such as impotence, baldness and obe 
estimated record US$70 billion will be invested globally in sity. By investing in these conditions or in “me-too” drugs ee 
health R&D, with the U.S. pri- _ icines that are only slightly differ 
vate sector alone accounting for World drug market World population ent from existing compounds an 


just under half of the spending (US$406 billion in 2002) (Six billion people in mid-2001) are not considered to be tru 


“T]: : 7% % 5% . . .- ; 
at US$30.5 billion.! While the 9 os, innovations or clinical advances 
13% 


public sector has traditionally. drug companies can also expec 


Ais phenomenal sales figures. 
| According to the 2000 Fortun 


500 ranking, pharmaceutic: 


been the major funder of health 42% 
research, the private sector has 449% 


recently taken the lead. Global 


health research priorities are companies top the US industi 
changing accordingly. 27% 12% performance list for return o 
In the “social contract” that has H@ North America investment, with a 39% retur 
over the years emerged around @ Europe for shareholders.” Furthermor 
drug development, industrial- @ Japan corporate mergers and consol 
ized countries rely on the phar- @ Africa, Asia and the Middle East dations have led to fierce comp: 
maceutical industry to develop @ Latin America tition between a shrinking nun 
and produce medicines, and Sources: IMS Health/Population Reference Bureau (see note 3, below) ber of players. To mainta 
governments attempt to ensure - Figure 2A expected profit levels, the R&I 
that the industry meets public needs through a variety of based pharmaceutical industry focuses on the profit potenti 
incentives. These incentives include the patent system, tax of wealthy markets. Figure 2A projections show that Nor 
credits, and R&D grants, as well as subsidies provided by America, Europe and Japan will account for 80% of the wor 
national health care or insurance systems to help pay for pharmaceutical market in 2002 (with a total projected wor 
health commodities. value of $406 billion), while Africa, Asia, Latin America al 
| This balance between public and private capacity, investments, the Middle East, representing 80% of the world’s populatic 
and interests has worked well to develop drugs for diseases such will account for only 20% of the pharmaceutical market2 


1) The latest figures available are US$56 billion (from 1992), but experts estimate curr ; 


Pharmaceutical Research and Manufacturers of America, 2001 Industry 
2) Fortune 500 Top Performing Industries, (2000, April 16). Fortune. [Online], F-26, F-28. Available: http://www.fortune500.com (2001, July] 
3) IMS. Health Market Report: Five Year Forecast of the Global Pharmaceutical Markets. [Online]. (2000). 

Available: http://www.ims-global.com/insight/report/global/report.htm (2001, August}. 

Population Reference Bureau, 2001 World Population Data Sheet, estima 


Profile. (Washington, D.C.; PhRMA, 2001). 


tes for mid-2001. [Online]. (2001). Available: http://www.worldpop.org/prbdata.htm [2001 August 
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Lida 


Lida weighs 35 kilograms. She Says she feels “destroyed inside.” 

in her room in the department of “chronics” at the tuberculosis hospital in 
Guliripchi, Abkhazia, she waits for the results of an analysis of her sputum 
She hopes for the impossible: the destruction of all the bacteria eating away 
at her lungs in spite of four successive treatments. | 


The tuberculosis from which Lida suffers is multi-drug resistant, no doubt 
contracted as a result of two previous treatments that were incomplete. 


The first treatment, prescribed by the doctor at the iron and steel plant where 
Lida worked, included only two of the anti-tuberculosis drugs recommended by 
the World Health Organization protocol. As for the second, following crisis and 
war in her country, she didn’t have enough money to pay for the medication. 


The two treatments that followed in the hospital were appropriate but arrived 
too late. A chronic patient, she would now need second-line medication, but 
that’s not available in Guliripchi. The complete treatment costs $15,000 and 
cures only up to 60-70% of the patients. There are terrible side effects, and 
hospitalization and treatment last up to 24 months. 


During the year and a half that Lida has been in the hospital, she has put on a 
little bit of weight. She moves slowly from her bed to the window to breathe. 


The typical new drug, brought successfully to market, costs approximately US$500 million for research and development. 


This often quoted figure is based on a paper written by J.A. DiMasi and published in 1991.* The DiMasi paper put the cost of developing a new 
drug at US$231 million. Subsequent studies used a higher opportunity cost of capital and changed other parameters, and the figure became $312 
— $359 million.” Adjusted to 2000 dollars the amount turns into $473 million. And this figure is quite simply rounded up to arrive at $500 million. 


Yet the original study has several limitations, and the subsequent estimates based on the study inherit these flaws. 


The initial calculation was based on several assumptions that can be disputed. Assumptions were made for the cost of pre-clinical studies. 
Assumptions were also made about the length of the R&D process, the opportunity cost of capital (in other words, potential revenue if the cap- 
ital were invested elsewhere) and success rates.® Additionally, the study puts the opportunity cost of capital (not actual spending) at half of total 
R&D costs, but it doesn’t take into account tax deductions or government grants awarded to a company for R&D expenses. 


Aside from relying on assumptions, the initial study wasn’t representative of the ‘average’ drug, nor was it designed to be. The original study 
focused on drugs that were researched and developed exclusively by multinational pharmaceutical companies. Yet development of many drugs 


depends on major public involvement in both basic research and clinical trials.’ Calculating an average cost for R&D has limited usefulness, in 
diseases and drugs for acute infections, or between innovative drugs and 


any case, because costs may differ greatly between drugs for chronic 
me-too drugs. 


The group Public Citizen (using DiMasi’s original study as a base) computes 
nto account inflation and tax deduction;® the Global Alliance 


d $40 million (excluding the cost of failure) using a chemi- 


Recent independent estimates on drug development costs vary. ball 
the cash outlay for new drugs at $110 million, excluding opportunity cost but taking | 
for TB Drug Development (GATB) puts the cost of a new tuberculosis drug at aroun hae 
cal entity already identified. When the cost of failure is included, GATB estimates the cost at $76 — $115 million. 


and a limitation for these subsequent efforts to put a price tag on drug development, is the 


i iginal DiMasi study, : 
rt achipabethet sien Apt " $ not been available to other researchers. To gain a better sense of what it 


data: it came from confidential industry sources in the 1980s and ha 
would cost to develop a drug, access to actual data Is essential. 


4) JA. D Mas R.W. Hansen H r Oo Ss st of inn at n in the pharma eutical industry Journal of ealth Economics | 16 February : 07-142 
w f sa ‘Co Ove ! 4 - . 1901 7 
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; 1 rewards, (Wa hington, - a . _ “ s for sinicable Diseases 
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ese id developr nt process and its costs (paper produc ed fo he VM + rksh ) 
6) William S Comanor . ep armaceutical researcn ar e n € e 
eve ' e ecurine t aris er 14 ) 999) 
stimulatir g de slop 3 and securi a] availabili y, Pari Octob : , {ministrative document, (2( 00) 
7) Natior al Institutes 0 Heal “NIH co tributions to pnarmac eutical developr yen administra - nt | wid 3 as os 
site hane Jac obzone Pharmec eut ’ al p cies in E juntrie re n social and industrial goals abour market and social porn ce par Dp 
p t S conciling social a 5 A 
/ / policies if OECD coun ' 
; C R&D ‘Scare Card,” Public Citizen Congress Watch, (July 200 2-3 


8) “Rx R&D Myths: the Case Against the Drug Industry TB Drug Development. (New York, September 2001 


coeconomics of TB Drug Development,” Global Alliance for 


9) Initial Estimates from "Pharma 


MEDECINS SANS FRONTIERES 


levelooment process 


De eae 


BASIC RESEARC H PRE-CLINICAL RESEARCH 
Applied research to validate 
candidate drugs, including 
jead-optimization, synthesis, 
dosage and stability studies, 
and toxicology-safety studies 


Curiosity-driven basic 
science to increase under- 
standing of a disease, includ- 
ing the identification of 


candidate drug targets and 
the generation of lead 
compounds 


Gap |: Basic research is 
published but pre-clinical 
research does not begin 


It is a matter of simple eco- 


Gap Il: Validated candidate 
drugs do not enter into 
clinical development 
because of strategic 
company choices 


Regulatory 
Approval 


_. ew 
CLINICAL RESEARCH 


~POST-MARKETING 


Surveillance, reporting 
adverse events, production 
and distribution, marketing, 
etc 


Phase I-ll-Ill clinical studies, 
bioavailability, scaling up 
production, regulatory 
review 


PATIENTS 


Gap Ill: New or existing 
drugs do not reach the 
patient (registration prob- 
lems, lack of production, 
high prices or lack of adap- 
tation to local conditions) 


Figure 2B 


selections based on biochemica 
properties, safety, clinical per 


nomics: potential return on 
investment, not global health 
needs, determines how compa- 
nies decide to allocate R&D 
funds. According to the drug 
industry, the low purchasing 
power of developing countries — 
coupled with the high cost 
of R&D and drug registration — 
rationalizes their focus on weal- 
thy country markets.'” Fierce 
market competition means that 
for diseases that primarily affect 


“the United States has become the must-win 
market for every pharmaceutical company. In 
addition, there are just 6 or 7 other critical mar- 
kets, including Japan and key countries in 
Europe....This does not mean ignoring other 
markets. But it does mean strategically concen- 
trating resources and top management atten- 
tion on success in the key market. Again, this is 
very different from our industry's approach in 
the past, which focused on therapeutic areas 
across geographical regions.” 

Fred Hassan, CEO of Pharmacia, in a speech on 


“Being a modern pharmaceutical company...”" 


formance, and market considera 
tions may be needed. Figure 21 
outlines this process and ident 
fies the gaps that occur whe 
market prospects are low. 

|The public research communit 
namely universities and inst 
tutes, is primarily involved i 
the early phases of basi 
research and drug discover 
The expertise, infrastructut 
and management capaci’ 


developing countries, neither 
promising drug leads nor 
research on new applications of 
existing drugs will be pursued. 


Gaps in the drug development 
process 


| A closer examination of the drug development process shows 
exactly where the system breaks down. Developing a new drug 
from basic research can be a complex, capital-intensive and 
time-consuming activity. In order to produce one successful 


drug, thousands of candidate-compounds and_ successive 


for moving these discoveri: 

through the drug developme: 

process is concentrated in th 
private sector. Thus, final drug development is largely co 
ducted by-private industry, according to its own priorities. 
| It is clear that the multinational pharmaceutical indust 
cannot be relied on to develop the medicines required to tre 
the diseases that affect the world’s poor. Governments < 
ultimately responsible for ensuring that people's health nee 
are met. They must take action when the private sector or t 
market fails. The current crisis in R&D for neglected disea: 
is a result not only of the failure of the market, but also of t 
failure of public policy. 


10) Barton Gellman, (2000, December 27) “An Unequal Calculus of Life and Death,” The Washington Post, [Online] 


Available: http://www.washingtonpost.com [2001, August 13]. 


11) ig Hassan, “Being a modern pharmaceutical company: New paradigms for the pharmaceutical industry” 
harmacia Corporation at the World Conference on Clinical Pharmacology and Therapeutics 


Therapeutics 69 (May 2001): 281-285. ‘ 


(plenary lecture given by Chief Executive Officer of the 
Florence, Italy, July 17, 2000), quoted in Clinica/ Pharmacology and 


© Alexandr Glyadyelov 


Patients with multi-drug resistant 
tuberculosis lie in an isolated 
ward in Prison Colony #16 in 
Novokuznetsk, Siberia. There 
are eight million cases of tuber- 
culosis around the world each 
year, and nearly two million 
deaths. About 95% of cases 
occur in developing countries 
Patients are still treated with 
the same drugs that were dis- 
covered 40 years ago 


FRONTIERES 


SANS 


INS 


MEDE 


MEDECINS SANS FRONTIERES 


| Inadequate public policy has compounded the failure of the 
market to generate R&D for drugs for neglected diseases. 
Governments have the power to influence drug development, 
both through direct research funding and policies to influ- 
ence the activities of the private sector. Not only can govern- 
ments make a difference, they have a responsibility to do so. 
They should increase both their funding of and direct involve- 
ment in drug development for neglected diseases. But for the 
past 20 years, despite clear evidence of the decline in private 
sector interest in neglected diseases, government leaders 
have often stood by silently. 


Government 
inaction 
compounds crisis 


| A needs-based approach and 
consolidated public funding of 
R&D for neglected disease 
drugs could have compensated 
for the market failure. Instead, 
public sector research has 
increasingly focused on diseases oe 
that affect wealthy countries. On 
There is increasing pressure for 
publicly funded research to 
have commercial applications, 
further reinforcing the focus on lucrative diseases.' 
Governments fund public research according to the health 
needs of their own constituencies. The end of colonial pres- 
ence and declining military involvement in tropical countries 
has led to a further waning of interest in tropical diseases in 
the latter half of the 20th century. 

| Leaders in disease-endemic countries have also done little to 
improve the R&D situation for neglected diseases. In 1990, the 
Commission on Health Research for Development proposed 
that all governments allocate 2% of health expenditure to 
research. According to the Global Forum for Health Research 
and its partners, none of the low- and middle-income countries 
studied were making this level of contribution in 19982 

| Basic research that leads to the discovery of potential “drug 


leads” has almost always been publicly funded at universities, 


1) Els Torreele, “From Louis Pasteur to J. Craig Venter: When Biomedical S 
Group, Switzerland, November 2000. 

2) Commission on Health Research for Development, Hea/th Resea 
Global Forum for Health Research, “Monitoring Financial Flows f 

3) Els Torreele, “Public disease research,” Biotechnology and Deve 


Sleeping sickness test in Omugo, Uganda 


cientists Became Bioentrepreneurs,” 


rch: Essential link to equity in development. (New York, N.Y.: O 
or Health Research,” forthcoming publication, 2001. 


lopment Monitor, No. 46, p. 24. (2001). Available: http://www.biotech-monitor.nl/4611 htm 


A Matter of public responsibility 


in-house government facilities, or research institutes 1 
Europe, North America, and Japan. Since the beginning of th 
20th century, publicly funded research has led to major dru 
lead discoveries in, for example, tuberculosis (streptomyci 
and rifampicin), other infectious diseases (various antib 
otics), and cancer (various types of chemotherapy). Mot 
recently, publicly funded research has led to the discovery « 
antiretrovirals for the treatment of HIV/AIDS. Publicly func 
ed genome research has also produced many drug leads. 

| Meanwhile, public sector policies increasingly view publ 
research as an investment th 
needs to create economic valu 
Scientists are requested to n 
only publish their research ar 


advance science, but also p 
mote and actively pursue t 
possible commercialization 

research findings (through acti 
patenting and licensing stra 
gies, research collaborations 
industry, creation of spin- 
companies, etc.). This so-call 
valorization of research 
become an important pol 
objective of public resear 
especially in the biotechnol 
_ and health sector where finan 
returns are very attractive. Thus, the same market failure t 
deters the pharmaceutical industry from investing in neglec 
diseases also discourages the public research community. 
| While supporting basic and drug-lead discovery research, 
public sector has rarely developed its own drug developm 
expertise and capacity. It is the pharmaceutical industry 
leads product development, from pre-clinical research thro 
regulatory approval. However, the most innovative part of 
process is the initial identification of lead compounds, w 
often happens in the public or academic research sector 
these settings, publishing innovative research in high-ran 
journals often makes a career and ensures continued fun 
Not surprisingly, the most important gap in the drug 
process for neglected diseases is between basic research 
pre-clinical research (see Figure 2B, page 18).° 


working paper of the Drugs for Neglected Diseases Wor 


xford University Press, 1990). 


Forum 5, Geneva 9-12 October 2001 
The 10/90 gap in health research: 
assessing the progress 


Parallel session on Public-private partnerships for health: recent trends 


Time to focus on private-public partnerships for noncommunicable disease 
control 


Derek Yach, Pekka Puska, Amalia Waxman, Noncommunicable Diseases 
Cluster, World Health Organization, Switzerland 


While rapid progress has been achieved in recent years in developing new and 
innovative partnerships between the private and public sectors in order to address 
infectious diseases, similar progress has yet to occur in relation to noncommunicable 
diseases (NCDs). There are several reasons for this slow progress. They include: a 
lack of data and compelling arguments for investing in NCD control in developing 
countries in the face of continued infectious disease threats: the slow pace of 
institutional transition within international development and national public health 
agencies to match a faster pace of epidemiological transition; lobbying over decades 
by powerful commercial interests related to the major risk factors for NCDs; too few 
examples of how interventions could make a difference in developing countries; and 
insufficient dialogue between private and public sectors aimed at finding mutually 
beneficial ways of addressing NCD risk reduction and disease management. This 
paper will elaborate upon these reasons and suggest practical ways of addressing them 
so as to build a more effective global response to the growing epidemics of NCDs in 
developing countries. 
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Public-private partnerships and guaranteeing drug delivery through health 


Systems: issues needing further research 


Meeting sponsored by the Initiative on Public Private Partnerships for Health and 
hosted by the London School of Hygiene and Tropical Medicine 


London, September 27-28, 2001 
Summary of Meeting 
by 


Kent Buse, Yale University School of Medicine 


The broad aims of the meeting were to share views and experience regarding the manner 
in which public-private partnerships (PPPs) in the health sector, particularly those 
involving drug delivery and distribution, ‘play themselves out at the country level.’ More 
specifically, to identify and discuss the value-added by such partnerships, the costs 
associated with them, as well as their unintended consequences for health systems in 
developing countries. The following note provides a summary of nine major themes 
which emerged from six diverse presentations (providing overviews of specific PPPs, 
experimentation with a novel mechanism to involve private providers in rational drug use 
and an overview of drug distribution systems at the country level) as well as discussion 
regarding issues of measuring impact and effectiveness, integration of PPPs into national 
health systems, and broader research questions raised by the advent of PPPs. 


1. The meeting participants acknowledged the fact that the terms ‘partnership’ and ‘PPP’ 
are presently being used in a rather undiscriminating fashion and that sensible discussion 
and analysis were predicated upon some common understanding and greater specificity 
with respect to the unit of analysis. There were, however, divergent views as to whether 
or not critical attributes of public-private partnership involved simply ‘an agreement 
among public and private actors to achieve shared goals through a mutually agreed 
division of labor’ or rather that ‘their governing structures exhibit some degree of shared 
decision making.’ Although this meeting focused on the partnership involving private 
commercial partners, it was stressed that civil society often represents a critical but 
overlooked attribute of successful public-private partnership. Another critical element 
that was floated was that ‘true’ PPP involved an outcome that would not be possible to 


achieve by either sector alone. 


2. It was proposed that analysis of the impacts of PPPs at the country level should web 
a range of criteria beyond effectiveness, value-added and costs. In particular, : ray 
anecdotal reports of unintended consequences suggest that further eR pe bs 
appropriate evaluative criteria could and perhaps should as u sactnah 
participation/representation of constituencies affected by PPPs in : sapere 
bodies, ring-fencing of public processes of norm- and standard-setting tro 


interests involved in public health programs through specific partnerships, transparency, 
accountability to multiple constituencies, sustainability, among others. 


3. In that PPPs assume many different forms (even after adopting a narrow definition), It 
follows that there is probably not one model or standard approach to evaluating their 
impact at the country level. One of the critical parameters concerns the perspective(s) 
from which assessments are made. It was proposed that it is the responsibility of the 
partnership entity itself to measure progress against the goals and objective that it has set 
for itself; and that this should include, among other things, an assessment of the impact of 
the partnership on changes in health status. It was however suggested that this is 
complicated by the fact that: (1) the goals and objectives are sometimes vague and 
sometime not agreed by all partners; (2) base line data is often poor or non-existent; and 
(3) attributing the specific contribution of the partnership to health program outputs 
and/or health outcomes can be exceedingly difficult. Moreover, as alluded to above, this 
approach to assessing impact is far too narrow, specifically as it fails to consider potential 
costs from a variety of perspectives. There was particular concern that greater emphasis 
tends to be placed on identifying the ‘win-win’ dimensions of PPPs and too little on the 
negative externalities that might accrue. It appears that commercial entities pay a great 
deal of attention both ex ante and during monitoring to their contribution or value-added 
in terms of product volume shipped and treatments administered. It appears that the UN 
organizations are paying increasing (but quite variable) attention to the mission- 
alignment and costs of their involvement in specific PPPs. In contrast, anecdotal evidence 
suggests that there appears to be inadequate attention given to the impact of PPPs from 
the perspectives of national programme planners and managers in developing countries. It 
was further observed there might be a systematic bias towards identifying and valuing the 
value-added through partnerships (particularly since these might accrue more rapidly) in 
contrast to identify and valuing the potential negative costs of partnerships. 


4. Examples of the value-added through partnership were enumerated and can be 
summarized as follows: 


¢ The additionality of drugs, supplies or funds (that would not otherwise be 
available); 


Coalition building at the country level (particularly with civil society); 
Impetus to new thinking and approaches; 

Provision of new skills, particularly the discipline of management; 
Improved monitoring and surveillance of health problems; 


Better understanding of health problems through targeted operational 
research; 


¢ Capacity strengthening of health workers; 


* se the profile of specific health problems on national and international 
agendas; 


* Piggy-backing public health efforts on existing pri Lt 
advertising systems: and § private sector distribution and 


Making wider use of accepted best practice guidelines and strategies. 


5. Examples of the costs associated with P 
age: PPs were enumerated and can be summarize as 


e Transaction costs associated with partnering can be very high and these costs may 


eo. more unaffordable for resource constrained ministries of health and 

e There are potentially significant opportunity costs associated with involvement in 
PPPs, and while organizations such as the World Bank are practicing a great deal 
of selectivity due to these costs, there is presently relatively little emphasis placed 
on identifying and valuing these costs at the national level; 
Diverting attention and resources from national priorities; 
Distortion of existing drug and other distribution systems; 
Establishing parallel and duplicative systems for surveillance, delivery, 
monitoring, etc.; 

e ‘Capturing’ (or unduly influencing) normative functions of public sector agencies 
(e.g., in the development of best practice guidelines or formulary lists); 

e Exacerbating equity within and between countries and population groups; 

e Patients possibly traveling across borders to take advantage of free or cheaper or 
better services (i.e., the Botswana problem). 


6. It was acknowledged that many of the potential costs and unintended consequences are 
not necessarily new nor unique to public-private (commercial) interaction at the country 
level. In particular it was noted that many similar problems continue to beset public- 
public collaboration (i.e., traditional development cooperation) and public-NGO 
collaboration. Greater attention to PPPs may simply serve to highlight tensions in 
development cooperation and national health development. None the less, it was stressed 
that irrespective of whether or not these problems are unique to PPPs, they deserve to be 
better identified, measured and valued so that their potential and actual impact can be 
properly taken into account when deciding whether or not a proposed PPP is appropriate 
and how it should be structured. 

7. It was proposed that a number of steps might facilitate the identification and mitigation 


of some of the negative externalities, including inter alia: | | ae. 
e Involving ‘beneficiaries’ and other local constituencies who might potentially be 


negatively affected (e.g., competing national health programs) earlier in the 
process of partnership development, — } 

* Putting the Ministry of Health in the driver’s seat; | 

° siratiig PPPs within the context long-term dialogues on national oem 
development, national health planning and budgeting and sector-wide approaches 


where appropriate; 
e Placing greater emp 


hasis on the process indicators relating to ‘partnering . 

fact that there are, however, at least two features that 
| development cooperation. First, they involve a new 
| and foundation) that expects relatively fast and 


8. Attention was drawn to the 
distinguish PPPs from traditional de 
generation of ‘donor’ (i.e., commercia 


visible results (this might be a quantitative distinction). Second, the private and public 
sectors are fundamentally accountable to distinct (if sometimes. overlapping) 
constituencies. Consequently, PPPs raise a different set of questions relating to 


governance issues. 


9. It was concluded that if the potential of PPPs is to be maximized and the possible 
negative consequences minimized that greater attention needs to be paid to the manner in 
which and the consequences of integrating PPPs into national health programs. A number 
of proposals (and approaches) for further research were floated including: 

e Comparative analysis across partnerships on the specific obstacles to 
implementation, integration, management, etc. and how they have been addressed 
so as to facilitate cross learning; 

e Comparative analysis across partnerships on how they have dealt with potential 
negative externalities (e.g., how have they ring-fenced normative and stewardship 
functions, managed conflicts of interest, etc.); 

e Case studies on processes of decision-making within specific PPPs (which could 
include time involved in various processes, cultural issues); 

e Case studies of the organization and management of specific PPPs which are 
illustrative of particularly noteworthy examples of adding-value or displaying 
negative externalities so as to learn lesson for what works and does not work; 

e Analysis of the impact of PPPs on national policy making; 

e Analysis of the impact of PPPs on international health agendas and on the 
multilateral system; 

e Analysis of policy transfer through PPPs from global to national and back up; 


Meeting on public-private partnershi 

ps for global health 
Thursday, 11 October 2001 : 
Plenary Hall 1 


Agenda 


8.30 a.m. — 10.00 a.m. ; 
Plenary Session: Public-private partnerships and neglected global health problems 


Chair: Dr Richard Feachem, Director, Institute for Global Health, USA 


* Remarks of Chair 


" What research institutions and industry bring to partnerships on product development 


o Sir Richard Sykes, Rector, Imperial College of Science, Technology and Medicine and _ 
Chairman, GlaxoSmithKline, UK. 


= Strengthening HIV/AIDS related efforts at country level 


oO Dr Kereng Victor Masupu, Epidemiologist, National AIDS Coordinating Agency, 
Botswana ’ 


" The diversity of new ‘partnerships’ for health 
© Roy Widdus Ph.D., Project Manager, Initiative on Public-Private Partnerships for Health, 
Geneva 


* Discussion 


Chair: Closing summary 


Rapporteurs: Roy Widdus 
Armelle Armstrong 


2.00-p.:m..—3.30 p.m. ES 


Parallel session: Public-private partnershi s‘for health; Recent trends 


Chairs: Ms Sissel Brinchmann, Director for European Public Affairs, Merck Sharp & Dohme (Europe) 
Inc., Belgium 
and 
Dr Mwelecele Ntuli Malecela-Lazaro, Director of Research and Training, National Institute for 
Medical Research, Tanzania 


* PPPs for development of drugs, vaccine diagnostics and contraceptives 
© Dr Rob Ridley, Chief Scientific Officer, Medicines for Malaria Venture, Geneva 


= The most neglected diseases: unfinished business a 
o Dr Bernard Pécoul, Project Director, Access to Essential Medicines, Médecins Sans 


Frontiéres, Geneva 
= An industry perspective on partnerships for health 


o Dr Gill Samuels, Senior Director, Science & Policy Scientific Affairs - Europe, Global 
Research & Development, Pfizer Limited (ipc 223), UK 


= Country level partnerships for disease prevention 
° rv Camille Saade, Public-Private Partnership Coordinator, Academy for Educational 
Development, USA 


« Questions and discussions 


Rapporteur: Roy Widdus Please turn over 


I 
4.00 p.m. — 5.30 p.m. 
Parallel session: Public-Private partnerships for health: Emerging issues = 


Chairs: Dr Justine Frain, Vice President, Global Community Partnerships, GlaxoSmithKline, UK 


and 
Dr Kent Buse, Yale University School of Medicine, USA 


« Ensuring the input of ‘intended beneficiaries’ in the creation of ‘partnerships’: the example of 


GATBDD . 
o Dr Bernard:-Fourie, Director, National TB Research Programme, Medical Research 


Council, South Africa 


* Operational questions for partnerships at country level 
o Dr Stephanie Meredith, Director, Mectizan Botation Program, Task Force on Child 


Survival and Development, USA 


» Addressing questions on partnerships: conclusions of a workshop 
o Dr Louisiana Lush, Lecturer in Health & Population Policy, Health Policy Unit, London 
School of Hygiene and Tropical Medicine, London, UK 


«Desirable public-private collaborations for non-communicable diseases 
Oo Dr Derek Yach, Executive Director, Noncommunicable Diseases and Mental Health 
Cluster, World Health Organization, Geneva 


* Questions and discussions 


Rapporteurs: Roy Widdus 
Karin Holm 


MISSING PARTNERS 


Dr Gill Samuels 
Pfizer Global Research and Development 
Sandwich Laboratories 
Kent, UK 


“The AIDs crisis brings into sharp relief the 
expectations people have of companies like 
Pfizer. The boundaries of our role are in 
flux... 


Hank McKinnell 2001 
Chairman & CEO Pfizer 


The Challenge 


“The causes of the public health crisis in 
developing nations are complex. Poor 
nutrition, inadequate water and sanitation, 
and low public-health education are major 
contributing factors. The ability and 
willingness of governments to prioritise 
health-care provisions, and logistical 
problems in distribution and 
administration are equally critical.” 


Oxfam 2001 


* 


“at the beginning of a pandemic, not the 
middle, not the end” 


Sandra Thurman 
Director of the Office 
of National AIDs Policy 


For AIDS 


* One medicine in 1987 

* More than 61 medicines by 1999 

* More than 102 medicines in clinical trials by 
2001 


End the conflict between those urging 
prevention and those advocates of 
treatment. 


\ 


Partnerships 


companies/partners 


Africa/Pfizer/partners 


- HIV/AIDS/Academic Alliance for 


~- Various drugs for tropical disease/GSK 
- Malaria/Coartem/Novartis 


* Atleast 16 PhRMA companies are purs uing successful models, in 
Africa, where drug companies, 
together to combat disease, eg 

- River Blindness/Mectizan/Merck/partners 
- Cryptococcal Meningitis/Oesophageal 
candidiasis/Diflucan/Pfizer/partners 
- Trachoma/azithromycin/Pfizer/partners 
- HI V/AIDS/Accelerating Access Initiativ 


governments and NGOs work 


e/various drags and 


AIDS care and prevention in 


WHO/IFPMA WP 2001 


Use our core competencies 


diseases Prevalent in 
but largely absent fro 
countries, 


a 


Global Burden of Disease 


HIV/AIDs, cance 
neurological disease, 


* Industry has in Past wor 


developing 
m develope 


t, heart disease, 


ked on many 


countries, 
d 


Donating Medicines and Building 
Infrastructure to Improve Access 


* Diflucan Partnership 
- 50 countries 
~ no time, patient or $ limit 
* International Trachoma Initiative 
- 6countries and expanding to 11 
~ no time, patient or$ limit 
* Academic Alliance for AIDS care and Prevention in Africa 
~ new clinic at Makere University, Kampala; funding for construction and 
staffing by Pfizer Foundation 
~ Various partners 
* Ugandan Study to Identify Best Community Based Approaches for 
HIV/AIDS Prevention 
- Pfizer Foundation Support 
~ collaboration with UNAIDS, UNICEF and the Uganda AIDS Commission 
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WHO/IFPMA Roundtable 


* 3 Working Parties 
- R&D for Drugs for Neglected Infectious 
Diseases 
- Access 
Counterfeiting 


Medicines Dev 


eloped for Tropical Diseases 
Drug 


Disease 
African Trypanosomiasis flor ithine 
Chagas’ Disease benznidazole, nifutrimox 
Cysticercisis albendazole Praziquantel 
Fascioliasis triclabendazole 
Giardia, moebiasis Secnidazole, tinidazole 
Giardia, Helminths & Amoebiasis nitazoxanide 
Helminthiasis albendazie, flabendazole, levamisole 
mebendazole Pyrantel pamoate 
sAmed albendazole 
am B 
eke Photericin 


Lymphatic Filariasis 
Malaria 


Onchocerciasis 
i 
Schistosomiasis Soraa: 


metriphonate, niridazole, oxaminiquine 
Strongyloidiasis vestiaas 
TB 
Various 
T 
| rachoma azithromycin 


Source: FIIM-IFPMA, December 2000 


R& D Investments 


In 1999 


* R&D spend by pharmaceutical industry 
world-wide $40.8bn 
* R&D spend by biotech industry $10.6bn 


as 


R& D Working Group 
Major Activities 


* Generic: 
- Needs for R&D for new medicines 
- Incentives for re-engagement 


WHO/IFMPA WP 2001 


Infectious Disease Burden in 
Developing Countries 


Every infectious disease is different 
for some, products exist and are accessible 
for many, products exist, but problems with access, 
affordability or acquired drug resistance 
for some, R&D underway, but has yet to deliver 
new medicines 
in other, limited R&D because insufficient science 
base 
for some doubts on ROI to support ongoing R&D 


ea 


In 2000, spending on infective and Parasitic 
diseases R&D was more than $4bn. 


Disease-Specific Initiatives 


° MMV: 


based in Geneva 

industry involvement on Board and Scientific Advisory Comm 
CEO appointed 

strong initial discovery research portfolio (GW, Roche, SB) 


¢ GATB: 


based in New York, Brussels, Cape Town 
CEO appointed 
industry involvement on Board and Scientific Advisory Comm 
R&D portfolio being sought 
WHO/IFPMA WP 2001 


Evidence Base Developed for 
Second Tier Prioritisation 


* Mortality/Morbidity 

* Disease trends 

* Cost to society 

* Percentage accessible to treatment 

* Availability of non-drug interventions 
* Limitations of existing products 

+ Alternative potential interventions 

* Scientific challenge 

* Extent of current industry engagement 
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Second Tier Diseases 


- African trypanosomiasis 
- Chagas disease 

- filarial infections 

- GlI-nematode infestations 
- leishmaniasis 

- non-specific diarrhoeas 

~ schistosomiasis 


WHO/IFPMA WP 2001 
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Incentives 


* Push 
- research grants 
- tax credits 

° Pull 
- international purchase fund 


- transferable patent or market exclusivity 
extension on product unrelated to the 
neglected disease product. 
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Overcome the suspicions and hostility 
that have undermined us before 


The Third PPP? 


* Kinetoplastid disease 
African trypanosomiasis 
Chagas’ disease 
Leishmaniasis 


WHO: 

* Robin Gray 

* Win Gutteridge (Co-chair) 
* David Heymann 

* Janis Lazdins 

* Carlos Morel 

* Mark Perkins 

* Richard Pink (Rapporteur) 


Rob Ridley 
Michael Scholtz 
Murtada Sessay 
Hiro Suzuki 
Rosamund Williams 
INDUSTRY: 
* Gillian Atkins - SB 


WHO/IFPMA WP 2001 


WHO/IFPMA Working Group on Neglected 
Infectious Diseases of Developing Countries 


Harvey Bale - IFPMA 
Ken Brown - Merck 
Brian Burns - WL 
Isabelle Claxton - Merck 
Philip Hedger - Pfizer 
Chris Hentschel - MMV 
John Horton - SB 

Selina Jackson - WL 
Trevor Jones - ABPI 
Jackie Keith - Wyeth 
Hannah Kettler (OHE) 
Eva Krug (Novartis) 

Gill Samuels, (Co-chair! ) -Pfizer 
Neil Warma (Novartis) 

David Webber- Gw 
WHO/IFPMA WP 2000 


We can only 


rogress....... 


Hank McKinnell 2001 
Chairman & CEO Pfizer 


Recommendations 


* End the conflict between those urging 
prevention and those advocates of 
treatment. 

* Use our core competencies. 


* Overcome the suspicions and hostility that 
have undermined us before. 
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Estimates of public, nonprofit, and foundation spending 


at there is e lack of basic, up-to-date information concerning spending on neglected disease drug R&D, the DND Working 
roup asked leading international experts on several neglected diseases to estimate the current level of investment in R&D: 


Leishmaniasis 
Dr. berrat) Modabber, Director of the Infectious Disease Research Institute, Seattle, USA, estimates current research 
spending for leishmaniasis at US$20 million. Of the total, 15-20% is directly spent on drug development.® 

Malaria | 
Dr. Catherine Davies of Wellcome Trust estimates that funds committed by major funders to malaria research in 1999 were 
over US$150 million (excluding US Department of Defence and French sources, for which detailed figures were not available). 
The equivalent figure for 2000 is over $200 million. '° : 
Dr. Rob Ridley of the Medicines for Malaria Venture (MMV) says that, depending on how it is defined, drug discovery and 
development might constitute between 10-20% of the overall malaria research spending figure for 2000." 

Sleeping sickness | 
Mr. Felix Kuzoe, an expert in African trypanosomiasis (sleeping sickness) at the Special Programme for Research and Training 
in Tropical Diseases (TDR) estimates total research spending at as little as US$20 million in 2000. Of this total approximately 
$4 million (20% of the total) is devoted to drug development thanks mainly to a donation from the Gates Foundation. In 2001, 
the total research spending will increase to $21 million due to a recent donation from Aventis Pharma. This will increase the 
proportion for drug development to 24% (about $5 million) in 2001." 


Tuberculosis 
Dr. Paul Nunn at TDR estimates research spending on tuberculosis by governments and private foundations during 2000 at 
US$143 million. Of this figure, only $37 million (27%) is devoted to drug development.'? 7 


Recent spending patterns 


| The drug development outcomes for a particular disease 
clearly reflect the money invested in R&D. To gain an indica- 


Health Organization, TDR was intended to be a public sector 
response to pleas from countries where neglected diseases 


were endemic. 


tion of the amounts currently being spent specifically on drug 
R&D for neglected diseases, the DND Working Group spoke 


with recognized experts on tuberculosis, malaria, sleeping — 


sickness, and leishmaniasis. Based on their estimations (see 
above), government, nonprofit, and foundation funding for 
drug R&D appears to be little more than US$100 million per 
year for these four diseases combined. Putting this figure into 
perspective, total public spending on health research world- 
wide is estimated at $30 billion,’ of which $3.1 billion is 
devoted to cancer research in the US alone.’ 


TDR 
| Another symptom of government indifference to the R&D 


crisis is the plight of the Special Programme for Research and 
Training in Tropical Diseases (TDR), the main international 
public body charged with research into tropical diseases. 
Established in 1975 as a joint program of the United Nations 
Development Program, the World Bank and the World 


4) Global Forum for Health Rese 


arch, The 10/90 Report on Health Research, estimate for 1999. 


| TDR has two objectives. The first is to conduct research into 
new medicines to help control a defined group of tropical dis- 
eases.° The second is to train scientists and strengthen insti- 
tutions from disease-endemic countries and encourage them 
to play a larger role in the research process. TDR has achieved 
some considerable successes.’ Six of the thirteen drugs devel- 
oped for tropical diseases between 1975 and 1999 were devel- 
oped with TDR support, and the program has also raised 
awareness of tropical diseases and helped set the agenda for 
research.® However, it has remained chronically under-funded. 
For many years the program has struggled by on about $30 
million per year to fulfill a mandate for both research and 
training activities in the ten diseases it covers. Furthermore, 
TDR works within the UN system, abiding by international 
civil service norms, and the program is pulled by the differing 
priorities of its multiple sponsoring agencies. This is not an 
ideal management structure in a field where decisions on 
research and allocation of resources must be made quickly. 


[Online]. (2000). Available: http://www.globalforumhealth.org. 
ylab.ac.uk/cancernet/600011.html. 


i i i ine]. Available: http://www.gra 
Institute, National Institute of Health, Cancer Facts. [Online]. sayin . - 
- acon acti ‘ the TDR portfolio are leishmaniasis onchocerciasis, schistosomiasis, lymphatic filariasis, Chagas disease, malaria, leprosy, African trypanosomiasis, Zn 
I , 
tuberculosis and dengue. | . “ pe ; 
rete tela ike ci dere sai | mab es tame cha serspert health failure,” forthcoming publication, 2001. ; we a ‘ 
i i 4 i harmaceuticals: be ‘ 
8) Patrice Trouiller et al., “Neglected diseases and p neater ennai , e 
9) Dr. Farrokh Modabber. Electronic communication. ‘aso ; ‘wobet hein good gt “ icant int A 7 * é 
i i ; ; e ’ J , 2 
10) Dr. Catherine Davies. Electronic communication ec 
at Dr. Rob Ridley. Electronic communication. (2001, August 22 and 23). Malaria, Email to Diane Smith. a + me ¥ = #. is ° s 
‘ ic communication. (2001, March 13 and 2001, August 10). African trypanosomiasis. , y, (2 : &2 Sy 
ican ety aa 13). Tuberculosis. Email to Diana Smith. ; > 


13) Dr. Paul Nunn. Electronic communication. (1999, December and 2001, August 
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228-1) was less than $500,000 a year through TDR. The award 


of $15 million “has no precedent e 
according to Felix Kuzoe, an expert on 


; iS o- Ge 
at TDR (see page 21). The Gates 


in the history of African 
3 2 or \ 

It is notable that the single biggest change in funding for 

neglected diseases Ove! the past few years has come not from trypanosomiasis, 

a sleeping sickness 


sector, but from the increased 7 
also funded various research-related activities 


private industry or the public 


Foundation has 
commitment of foundations ‘ 


around several other neglected diseases. 
The Bill and Melinda Gates Foundation, in addition to aro g 


The Rockefeller Foundation has also played a crucial role in 


intial funding for vaccines, has become a major | alt 
of global health issues and, in 2000 


prov iding subst | 
ve ne aising awareness 

force in neglected disease drug development. In the last few raising, awareness ee 

awarded $15 million to the public-private initiati 


years. the Gates Foundation has given $25 million (over five 


MYTH: 


is Ii ] ] ] ] j tion in the countries most affecte 
There is little investment in tropical diseases because there is weak patent protec 
by these illnesses. After 2006, when all countries will have implemented TRIPS (international trade rules that manda 


Ta A - = 8 
minimum 20-year patents), drug development will increase in developing countries. ' 


Drug development for neglected diseases will not automatically increase, no matter how strong the level of intellectual property protectio 
because private R&D is driven primarily by market potential. People who suffer from diseases like malaria, sleeping sickness and leishma 
asis, with or without strong patent protection in their countries, will not have the necessary purchasing power to constitute a market attra 


tive to drug developers. 


Intellectual property rights, including patents, are part of a complex legal and economic system that can motivate investment in R&D und 
certain circumstances. Protection of intellectual property in a country has historically followed industrial development. It is doubtful that t 
reverse will also occur — that industrial development will follow strong intellectual property protection. In fact, patents may actually hamp 
medical research activities in developing countries. Patents are often owned by private companies or research institutions, and, during t 


period of protection, put limits on research knowledge. Molecules that could be promising for the treatment of neglected diseases are co 
sequently not easily accessible for research.” 


In addition, most developing countries are unlikely to significantly improve their R&D capacity solely on the basis of an expanded a 
stronger intellectual property rights regime. Even in industrialized countries, innovation is assisted by other incentives, including substant 
government spending. Without significant government research spending, stronger patent protection may lead to higher prices witho 
stimulating research.” 


Since the 1970s, some industries in developing countries have been developing new production processes through reverse engineering 
medicines still under patent elsewhere in the world. This generic production has contributed to both industrial development and great 
access to medicines through lower prices. With stronger patent protection, these countries will not be able to continue this practice.~' 


years) to the Medicines for Malaria Venture, $25 million (over the Global Alliance for Tuberculosis Drug Developme: 
five years) to the Global Alliance for TB Drug Development (GATB).'° The Wellcome Trust has been a traditional fund 
(GATB), and another $15 million to vaccine research for leish- of tropical disease research for many years, although the 
maniasis.'" Previously, leishmaniasis vaccine trials had relied invest little in drug development activities,” 

on small TDR resources plus in-kind donations from affected However, while additional support from foundations is we 
countries. The Gates donation has “completely changed the come, foundations cannot and should not take the place 


picture, according to Dr. Farrokh Modabber, Director of the public sector responsibility. Because private philanthropy lac 


Infectious Disease Researc itute in Seattle (see ; AF 
us Disease Research Institute in Seattle (see page 21). the accountability and transparency demanded of gover 


The foundation also gave $15 million (over five years) for ments, it can be neither a substitute nor an alibi for gover 
oS 


sleeping sickness and leishmanias ; ve , rior ent 1 
ping lasis drug development. Prior ment inaction. More comprehensive public sector solutio 


to this donation, the main funding for sleepi ic : 
g eping sic kness drug are needed to address the R&D crisis on a sustainable bas: 


14) Bill and Melinda Gates Foundation, Recent Global Health Grants. [Online]. Av 


15) Fel S : ape ce : 

ra a ixA.S RULOS, A Position Paper on African Trypanosomiasis,” position paper, World Health Organization, Geneva, May 2001 
5) arant Peck, “Public-private sector alliance vows new TB drug by end of decade,” Associated Press (October 10 2000) ” 

17) The Wellcome Trust. [Online]. Available http://www.wellcome.ac.uk (2001, August 13] ; | 


18) Worlc ade P . T 
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rs sabes hs 2 = , P Lf Righ RIP . neva, 4. 
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ailable: http://www. gatesfoundation.org/globalhealth/grantlist.asp {2001, August 9}. 
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A young girl is treated for malaria 
in Anlong Veng, Cambodia 
Worldwide, there are an esti- 
mated 300 — 500 million malaria 
cases a year, and up to 2.7. million 
deaths, of which 75% are chil 
dren. In many areas, strains of 
the disease are becoming 


resistant to existing drugs 
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W... has been aone so far.to 
address the R&D crisis? 


| Over the last few years, there has been increasing awareness 
of the lack of effective treatments for some diseases. Some 
recent initiatives have sought to find novel approaches for 
stimulating research into neglected diseases. The following 
brief review describes some current approaches, policy tools, 
and initiatives. 

| Some examples of recent government response to the R&D 
crisis in neglected diseases include the European, 
Commission’s “Programme for Action: 
Accelerated Action on HIV/AIDS, 
Malaria and Tuberculosis in the Context 
of Poverty Reduction’ and the report 
“Tackling the Diseases of Poverty,’ pro- 
duced by the Prime Minister's office in 
the United Kingdom.’ 

| Both institutions conducted a mulkti- 
sectoral analysis of the problem and their 
reports map out potential solutions. 
Although these efforts demonstrate some 
positive government engagement, recom- 
mendations focus primarily on market- 
oriented strategies. This is demonstrated 
by the European Commission's state- 
ment that it plans to offer “appropriate 


© Serge Sibert 
incentives to encourage private invest- UN Se 


ment into Research and Development.” 

The UK report also stresses incentives to 

private industry. 

| Moreover, both analyses focus exclusively on drugs for 
HIV/AIDS, tuberculosis (TB), and malaria, the UK plan 
going as far as recommending restricting “activities related to 
new products” to those for these three diseases, with this 
restriction up for periodic review. Strategies designed to focus 
on these three diseases are unlikely to stimulate the search 
for drugs to treat the most neglected diseases. The failure of 
both analyses to address the diseases that are most neglected 
— such as leishmaniasis and sleeping sickness — means that 
their proposed solutions will leave the people with these ill- 
nesses on the sidelines (see Figure 1B, page 11). 


1) European Commission, Programme for Action: Accelerated Action on HIV/AIDS, Malaria and Tu 


European Commission, 2001). 


Performance and Innovation Unit, Tackling Diseases of Poverty: Meetin 
8 May 2001). 


2) Amir Attaran, “Malaria Drug Treatment: Prescription for Curing Policy,” working paper of the Drugs for Neglected Diseases Group 


| Traditionally, governments have played a positive role in 
developing drugs for communicable diseases. For example, 
with very few exceptions, today’s malaria drugs were initially 
discovered outside the private sector in universities or govern: 
ment labs — institutions known for their competence in iden- 
tifying promising prospective drugs. The Walter Reed Army 
Institute of Research, for instance, with a small budget from 
the US Department of Defense, invented four important anti 
malarial drugs, which were then devel. 
oped in collaboration with multinationa 
drug companies.” 
| Despite the efforts of individual actor: 
in the public sector, R&D into neglectec 
diseases remains woefully inadequate 
+ While the public sector is not powerless 
it currently depends largely on the skill 
and expertise of the private sector to con 
duct final drug development. If the pri 
vate sector is unwilling to take a dru 
through this final stage of developmen 
it never leaves the laboratory. Recer 
proposals have sought to increase publi 
sector involvement while increasin 
incentives for the private sector to mov 
compounds beyond the laboratory an 
ultimately deliver them as drugs | 
patients. 


“Push” and “Pull” 


| In order to attract private sector R&D capacity back in 
needed areas, what are called “push” and “pull” mechanisn 
have begun to emerge as possible answers. “Push” mech 
nisms reduce costs and risks of R&D and can include t 
credits, R&D grants, and support for clinical trials. 

| “Pull” measures help create a market for drugs or increa 
their profitability. Two examples are the creation of purcha 
funds and “patent exchange,” whereby a company wot 
invest in developing a drug for a neglected disease a 


berculosis in the Context of Poverty Reduction, COM(2001)96, (Brussel 


g the Okinawa Millenium targets for HIV/AIDS, tuberculosis and malaria. (London: Cabinet Offic 


Geneva, October 23-24, 2000. 


The International Conference on Harmonization: Is the bar being raised too high? 


gis! drug to market requires a complex series of evaluations and regulatory reviews to ensure that it meets qualit f 

and efficacy standards. Approval of new drugs is done by national governments, which set standards. The ectae ad 
Japan, and the European Union have attempted to harmonize their standards through the creation a the Intern fie 
Couteroncy on Harmonization (ICH), an initiative of drug regulatory authorities and research-based Ee a 
tries. The goal of harmonization is to reduce drug development and regulatory review times. i. 


The ICH is tightening requirements beyond those stipulated by the World Health Organization (WHO). The quality, effica 
and safety requirements that constitute the ICH guidelines deal specifically with drug development in a ate ae, 
where cost is not a major issue and where safety is defined as near-zero risk. For neglected diseases, cost is a major an 
and the risk-to-benefit ratio in terms of quality, efficacy and safety should be put into the perspective of the gross public 
health failure of having no treatment at all. 


These more stringent ICH guidelines raise costs and present barriers to drug development, particularly for small or medium- 
sized companies in developing countries. The risk is that the bar will be raised so high that only drugs developed in the 
industrialized world will be able to be marketed internationally. This will seriously hamper the development of R&D capacity 
in developing countries, which has been identified as a necessary component in the long-term solution to the R&D crisis. 
This potentially negative public health implication needs to be carefully weighed against the possible benefits of raising R&D 
requirements, which some have argued would be marginal and of little value to patients.’ | 


Many questions remain unanswered on the implications of the ICH guidelines. An independent and thorough technical 
review of ICH guidelines should be undertaken by WHO. If ICH is to become a global standard, it must be reexamined to 
ensure that it meets the needs of both developing and developed countries. 


then, once the drug was approved, would have the right to 
extend the patent on one of its other, more profitable drugs. 
Both “push” and “pull” mechanisms are market-based meas- 
ures that aim to increase the investment return for a drug to 
a level that will attract the private sector. 


Orphan drug laws 

| Orphan drugs laws are an example of a “push” mechanism. 
Orphan drug laws use tax credits and grants to promote 
research into drugs for diseases that affect a relatively small 
number of people (in the US this is set at 200,000 or fewer 
people).’ These rare diseases would otherwise represent a 
market return inadequate to motivate drug investment. : 

| The Orphan Drug Act in the US (similar laws exist in 
Europe, Japan, Singapore and Australia) has successfully pro- 
vided incentives for research into diseases such as cystic 
fibrosis.’ Some policymakers are recommending amending 
these kinds of laws to include neglected diseases in 


3) U.S. Orphan Drug Act of 1983 {Online}. 
4) James Love, “Paying for health care R& 
5) James Love, affidavit at the High Court of South Africa int 
South Africa and Others, and Treatment Action Campaign ( 
6) Institute for Global Health, "Creating Global Markets for Neglected Drugs and Vac 
Global Markets for Neglected Drugs Vaccines: A 

7 rice Trouiller, Peter Folb, and Kris Weersuriya, 
Seas to Neglected Diseases Working Group, Geneva, October 23-34, 2000. 


Available: http://www.fda.gov/orphan/regs.htm. 
D: Carrots and Sticks,” working paper of the Drug 
he matter between Pharmaceu 
Amicus Curaie), Case: 4183/98, 9 April 2001 (South Africa, 2001). 

cines: A Challenge for Public-Private Partnership,’ 


Challenge for Public-Private Partnership conference, C ' 
“Harmonization of Technical Requirements for Registration of Pharmaceutical 


developing countries. However, it is critical to note that 
orphan drug legislation has succeeded because, in addition to 
tax incentives and government grants, companies can recoup 
costs by charging high prices for the drugs. One extreme 
example is the drug Ceredase, used to treat Gaucher's dis- 
ease, which was priced at hundreds of thousands of dollars 
per year of treatment.’ Since purchasing power is limited or 
non-existent among people with neglected diseases, the 
orphan drug mechanism alone is not likely to work. However, 
the concept may be useful if paired with other mechanisms, 
or modified to fit neglected diseases more specifically. 

| The history of this type of legislation also shows that it could 
be particularly effective in motivating small and medium- 
sized enterprises; in the US, over 50% of companies applying 
for orphan drug status are small and medium-sized.” 
However, many of these companies depend on outside 
financing to support their R&D programs, and also need to 


maximize profits for their shareholders. 


cted Diseases Working Group, Geneva, October 18, 2000. 


s for Negle 
of South Africa and Others and The President of 


tical Manufacturers’ Association 


" (consensus statement of Creating 


armel Valley, California, February 18-21, 2000). 
s for Human Use,” working paper of the 
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What about a “Pot of Gold”? 

One commonly suggested “pull” strategy is the creation in 
advance of purchase funds for drugs for neglected diseases. 
The idea is to secure purchase funds through donors — the 
“pot of gold” waiting at the end of the drug development rain- 
bow — in order to supplement an existing market, and thus 
“pull” companies into drug development. However, to prompt 
a major pharmaceutical company to invest, the existing mar- 
ket plus the “pot of gold’ would need to compete with the 
average return on commercial sales, put at about US$265 


million annually in 1998.° This would be a great expense, and 


MYTH: 


exist — are still likely to be overlooked. Still, the concept may 
be useful if paired with other mechanisms or modified to fit 


the most neglected diseases specifically. 


Building capacity in developing 
countries 

Building capacity in developing countries Is another important 
strategy for stimulating R&D. Public health institutes in some 
developing countries are playing an increasingly important role in 


drug development. For example, the Thai governments support 


If we introduce new medicines into poor countries, we will accelerate the development of resistance. We don’t necessarily 


need new drugs but we need to better use the ones we have. 


Drug resistance is often perceived as a problem restricted to a few diseases in poor countries. It is, however, an inescapable phenomenon 
in both the industrialized and developing world, due to the normal genetic survival mechanism of most parasites, bacteria, and viruses. 
Resistance to drugs will inevitably develop, and can do so despite good drug management and high compliance to treatment. 


For example, in the Moyo district of Uganda, sleeping sickness patients have been treated with the 50-year old drug melarsoprol for more 
than ten years. In spite of strict drug management and good compliance, recent studies have shown resistance in excess of 30%. In this 
case, although introducing combinations of drugs may forestall resistance, new drugs will also be needed. 


In general, two things are required in the fight against drug resistance. Existing therapies must be used rationally in order to delay the onset 
of resistance, and new drugs must continuously be developed to create future therapeutic choices to face the inevitability of drug resist- 


ance. As with sleeping sickness, the neglect of tuberculosis and malaria drug research in the last thirty years has made treatment increasingly 
difficult and led to a situation where, in some instances, treatment is becoming less effective. 


Finally, fear of inducing resistance has never been a sufficient reason to withhold necessary treatment in the industrialized world. It should 
not be considered justifiable in the developing world. 


in a sense is “buying into” the existing drug development sys- 
tem by subsidizing shareholders’ needs for profits and other 
costs associated with private industry drug development. 


This strategy could potentially work for some neglected dis- 


eases that affect large numbers of people, such as TB or 


malaria, because an existing market in wealthy countries 
would supplement the pot of gold (eg, TB in Europe or the 


malaria traveller market), For the most neglected diseases, a 


pur¢ hase fund by itsell would likely be too costly for govern- 


ments and other funders Drugs for the most neglected dis- 


eases — again, those for whom a potential market does not 


8) This $265 million refers 


(paper presented at the American Socie 


9) Dr. Krisana Kraisintu and Dr. Chada Phisalaphong, et al, 
Pharmaceutical Organization, Thailand (June 2001) 
10) “One Perfect Combination: Malaria Therapies 
{Online}. Available 


www.wellcome.ac.uk/ 


to the 1998 average revenue of new launched drugs as calculated b 


ty for Clinical Pharmacology and Therapeutics meeting, Orlando, Florida, M 


for malaria research has led to the development of an effe 
tive modern pharmaceutical version of artemisinin, a trad 
tional Chinese medicine. In clinical trials, drugs using Th 
artemisinin cured 90% of malaria cases, and elsewhere c 
infection among children by 90% in camps for displaced pe 
ple on the Thai/Burmese border.'® However, while this ne 
formulation is saving lives in Thailand, it is not recognized 

a legitimate treatment by international regulatory agenci 
because the research reporting methods used in Thailand | 
not match international agencies’ reporting requirements, 


this case, “he ization” regulations 
case, “harmonization” regulations on drug R&D, whi 


y Dr. Steve Arlington. Dr. Steve Arlington, 


“Pharma 2005: The Challenges” 
arch 7, 2001). 


Domestic Production of Dihydroartemisinin in Thailand,” paper, Research and Development Institute, Govern 
’ mi 


s Double up to Beat Resistance,” Wellcome News. Wellcome Trust 
en/1/biosfginttrpinfcom. html (2001, September 4]. 


Pau 


Pau no longer has a fever. Just one week ago, Shakes, hot flushes, headaches 
and nausea began to overwhelm the frail body of this 14-year-old. Malaria 
The third attack in three years. The small amount of chloroquine that she / 
managed to find did not cure her: in Cambodia, malaria is now resistant to 
this medicine. The combination drug recommended by the health authorities 
is only available in health centers. The products sold on the private market 


are either fake or too expensive. 


So Pau gathered the last bit of strength she had and walked for several hours 
to reach the health center of Anlong Veng, the modest capital of this region 


in the northern Cambodia. 


Like many settlers attracted by the lure of virgin land, Pau’s family lives in a 
poor hut on the side of the road that cuts through the forest. 


Pau spends her day collecting bark off trees, which she sells to Thais. It seems 
that they make a kind of incense from it, intended to keep the mosquitoes 
away. At nightfall, when she has gone too far into the forest, she sleeps on the 
ground. It is at this hour that the mosquitoes attack. 


Tomorrow Pau leaves the hospital. She will return to the forest — risking her 


life to earn a living. 


were created to meet the needs of wealthy markets, are ham- 
pering access to new treatments created in developing coun- 
tries (see box page 25). 

4 | Drug research, development and production is increasing in, 
among other countries, Brazil, India, South Korea, Thailand, 
Malaysia and Argentina, countries that had not been consid- 
ered in the past to have innovative R&D capacity. Some initiatives 
to build capacity in developing countries involve stimulating 
collaboration between the public and private sectors in those 
countries. For example, the International AIDS Vaccine 
Initiative ([AVI) is working directly with university scientists, 
governments and companies in South Africa, Kenya, Uganda, 
India and China. The IAVI has in particular identified India 
as an ideal location for “fast-tracking” vaccine development, 
given the country’s thriving pharmaceutical industry, experi- 
ence in clinical trials and government commitment to 
research. "' 

| Regional ventures also attempt to maximize developing 
country capacity through inter-country collaboration. The 
International Vaccine Institute in South Korea is a non- 
profit organization that was created to develop vaccines for 
diseases prevalent in developing countries. The Institute has 
pooled the skills and knowledge of scientists in various devel- 
oping countries, and has been identified as a possible model 


for drug development and production.” 


11) International AIDS Va 
12) International Vaccine Ins 


Public-private partnerships 


| Another type of policy initiative that is often discussed as 
a potential solution to the R&D crisis is the public-private 
partnership (PPP). PPPs attempt to foster R&D for ne- 
glected diseases by mobilizing expertise, capacity, and fund- 
ing from both the public and private sectors. Typically, the 
PPP plays a coordinating and management role around a 
disease-specific R&D agenda, tries to take advantage of 
appropriate push and pull mechanisms, and seeks a combi- 
nation of public funding, philanthropic donations and in- 
kind donations from industry. Major examples of this kind of 
approach are the Medicines for Malaria Venture (MMV), 
the Global Alliance for TB Drug Development (GATB), and 
International AIDS Vaccine Initiative (IAVI). So far, no 
public-private partnerships have been designed specifically 
for developing drugs for the most neglected diseases. 

| Current government initiatives, “push” and “pull” mecha- 
nisms, building capacity for R&D in developing. countries, 
and public-private partnerships are all only partial solutions 
to the continuing R&D crisis for neglected diseases. Many 
are new initiatives whose effectiveness will need to be evalu- 
ated over time. And all depend to a greater or lesser extent on 


market forces. None of them provides an adequate strategy 


for developing drugs for the most neglected diseases 


ccine Initiative. [Online]. Available: http: //www.iavi.org (2001, August 13] 
titute. [Online]. Available: http://www. ivi.org [2001, August 13]. 


CINS SANS FAONTIERES 


MEDECINS SANS FRONTIERES 


Since its formation in 1999, 
R&D crisis in neglected diseases an 
ing insights and recommendations: 


ae oe Sore one excl 
1. Because drug development is done almost exclu 
sively within the context of the proprietary pharma- 
ceutical industry, investment in R&D is guided by market 
considerations. Therefore R&D for diseases that mainly 


affect the poor is stifled. 


2. Public policy has failed to correct this failure, with 


the result that some diseases are being neglected. 


3. The dynamics of the neglect are different depending 


on the number of people affected and their purchasing ° 


. power. Therefore it is impossible to develop a single 


strategy to stimulate R&D. It.is crucial to acknowledge 
the different dynamics of neglected and most neglected 
diseases: each category will need distinct strategies. 


4.A well-defined and needs-driven R&D agenda is 
required to assist policy makers, funding agencies and 
the research community in setting priorities for devel- 
oping safe, effective and affordable medicines. The 
World Health Organization (WHO), -as the only 
legally mandated international governmental agency 
responsible for global health, should work toward 
establishing an essential R&D agenda. 

WHO should lead this process. The DND Working Group, 
with input from WHO, has begun by drafting agendas that 
prioritize R&D needs for leishmaniasis, sleeping sickness, 
and malaria. These documents analyze the disease burden, 
current research strategies, and existing and potential treat- 
ments for each of these diseases. A critical next step is for 
governments and international organizations to examine care- 
fully how they can contribute to dislodging the bottlenecks 
that currently restrict development of new treatments. 


5. Governments in both developed and ‘developing 
countries need to take comprehensive action to com- 
pensate for the market failure in drug development for 


neglected and most neglected diseases. 


ecommendations for moving forward 


the DND Working Group has been studying the extent and causes of the 
d analyzing potential solutions. This research has led to the follow- 


Governments must lead in restarting R&D on diseases that 
are currently being ignored. They need to create and sup- 
port new structures designed to develop essential medicine: 
for diseases that are being sidelined by the private sector 
The current model of profit-driven R&D should not be ar 
exclusive model. Developing drugs as public goods shoul 
also be pursued. 


6. Increased and reliable long-term funding for R&L 
into neglected diseases is urgently needed. 

The DND Working Group is exploring sustainable options t« 
support R&D for neglected diseases through legal obliga 
tions. Governments can and do mandate industry spending it 
a wide range of areas. One example of a potential mandat 
would be an “essential research obligation” that would requir 
companies to reinvest a percentage of pharmaceutical sale 
into R&D for neglected diseases, either directly or throug 
public R&D programs. 


A global treaty on R&D for neglected diseases could provid 
a framework for such mandates. Such a treaty should corre« 
the imbalance that exists between private sector rights an 
obligations under present international treaties and agre¢ 
ments (eg, the World Trade Organization's Agreement o 
Trade Related Aspects of Intellectual Property), and provic 


new legal options to make drugs for neglected diseas« 
global public goods. 


7. A complete cost analysis of the true costs of dru 
R&D should be carried out. 

Existing estimates on the costs of drug R&D vary widely ar 
remain highly controversial. In order to address the R&D. imb: 
ance effectively and make informed funding decisions, polic 
makers need objective, accurate figures on the true costs of dev 
oping drugs. Calculating drug development costs within a cot 
mercial context, which will include items such as opportun 
costs, will be dramatically different from calculating the fundi 
needed to develop a drug in a non-commercial setting. 
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8. Public funds for R&D into neglected diseases should 
be tied to guarantees of equitable access and afford- 
ability of the end product. 

Equitable access to medicines in developing countries should 
be a basic principle that guides policy initiatives from the 
start. If public funds are to be invested in correcting market 
failures in drug development, there must be guarantees that 
the new medicines developed are. affordable to those who 
need them. 


9. Focused capacity-building and technology transfer 
projects in developing countries should be encour- 
aged as a direct way to increase R&D expertise and 
infrastructure. 


Long-term solutions to the current crisis in drug development 


for neglected diseases ultimately rest within developing coun- 
tries. Therefore, the DND Working Group is cataloguing and 
examining means of increasing existing drug development 
capacity in developing countries, and is also working to pro- 
mote technology transfer that will support sustainable drug 
development and production facilities. 


10. An independent and thorough evaluation is needed 
of the current and future impact of the ongoing regu- 
latory harmonization efforts (ICH process) on the 
ability of developing countries to increase their drug 


development efforts. 


11. A new type of body is needed to contribute to 
drug development for the most neglected diseases. 
The DND Working Group is exploring the feasibility 
of a Not-for-Profit Initiative (DND NfPI) that would 
focus on drug development projects for neglected 
diseases. 

The DND Working Group’s analysis has concluded that cur- 
rent approaches to address the lack of R&D for neglected 
_ diseases do not sufficiently address the most neglected dis- 
eases. To ensure a sustainable solution, a new approach is 


needed that would systemically harness funding, new sci- 
ence and technology, and foster public-private cooperation 
for these diseases. 


Encompassing the recommendations listed above, and based 

on the research of the DND Working Group, the vision of the 

proposed DND NfPI includes the following: 

> Ensuring equitable access to effective, field-relevant and 
easy-to-use drugs for neglected diseases. 

> Prioritizing the most neglected diseases, such as sleeping 

| sickness, Chagas disease, and leishmaniasis. 

> Using sound science and management techniques to pur- 
sue a vision of developing new drugs for neglected diseases. 

> Collaborating closely with TDR, industry, and research 
institutes in developing and developed countries. 

> Securing support of public and private resources over the 
long term, with the majority of funding coming from the 
public sector. 

> Working with drug development experts in developing coun- 
tries to build national capacity for future drug development. 


It is hoped that the public sector will take a strong leadership 
role in the NfPI to establish its legitimacy and accountability 
to the public and provide it with the necessary funds. 


Conclusion 

Despite impressive advances in science and medicine, society 
has failed to allocate sufficient resources to battle the diseases 
that particularly affect people in poor countries. The vacuum 
in R&D for neglected and most neglected diseases means that 
doctors and nurses in developing countries still do not have 
effective medicines for many of the diseases they see every day. 
However, encouraging initiatives have emerged to counter the 
market and public policy failures that have led to this crisis. 
Many of these initiatives are new, and their effectiveness will 
need to be evaluated. For the most neglected diseases, imple- 
mentation of new solutions, such as a not-for-profit initiative 
for developing drugs for neglected diseases, will be essential. 
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